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DETAILED ACTION 
Status of the Application 

[1] Claims 1-2, 4-8, 10-11, 13-15, 32, and 34 are pending in the application. 

[2] Applicant's amendment to the claims, filed on 1 1/21/2005, is acknowledged. This 

listing of the claims replaces all prior versions and listings of the claims. 

[3] Applicant's amendment to the specification, filed on 1 1/21/2005, is 

acknowledged. 

[4] Receipt of a sequence listing in computer readable form (CRF) and a paper copy 
thereof, a statement of the sameness of the CRF and the paper copy thereof, and a 
statement that no new matter has been added to the specification by the paper copy of 
the sequence CRF, all filed on 1 1/21/2005, is acknowledged. It should be noted that 
applicant has failed to provide an amendment directing entry of the paper copy of the 
sequence listing into the specification. In response to this Office action, applicant is 
required to provide such amendment. 

[5] A statement that the sequences disclosed in SEQ ID NO:4 and 5 are identical to 
the sequences disclosed in GenBank Accession Numbers 177281 and 328851, 
respectively, at the time of filing of the instant application (p. 6, top of the instant 
response) is acknowledged. 

[6] Applicant's arguments filed on 1 1/21/2005 are acknowledged. Applicant's 
arguments have been fully considered and are deemed to be persuasive to overcome 
some of the rejections and/or objections previously applied. Rejections and/or 
objections not reiterated from previous office actions are hereby withdrawn. 
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[7] The text of those sections of Title 35 U.S. Code not included in the instant action 
can be found in a prior Office action. 

Specification/Informalities 
[8] The amendment filed on 1 1/21/2005 is objected to under 35 U.S.C. 1 32(a) 
because it introduces new matter into the disclosure. 35 U.S.C. 132(a) states that no 
amendment shall introduce new matter into the disclosure of the invention. The added 
material which is not supported by the original disclosure is as follows: the last two 
words of the amendment to the paragraph beginning at line 22 of page 4, which states 
"dab1 genes." There is no support in the specification for the disclosed GenBank 
Accession Numbers as "dab1 genes." The disclosed GenBank Accession Numbers 
teach the respective nucleic acid is an mRNA, not a gene, which encompasses 
transcriptional regulatory elements and introns. 

Applicant is required to cancel the new matter in the reply to this Office Action. 

Claim Rejections - 35 USC § 112, Second Paragraph 

[9] Claims 1 , 4-8, 10-11, and 1 3-1 5 are rejected under 35 U.S.C. 1 1 2, second 
paragraph, as being indefinite for failing to particularly point out and distinctly claim the 
subject matter which applicant regards as the invention. This rejection is necessitated 
by amendment. 

Claim 1 (claims 4-8, 10-11, and 13-15 dependent therefrom) is confusing in the 
recitation of "a serine corresponding to position 491 of the polypeptide encoded by SEQ 
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ID NO:4 and a serine corresponding to position 515 of the polypeptide encoded by SEQ 
ID NO:4" as it relates to a Dab1 comprising SEQ ID NO:3. It is unclear as to which 
serine of a Dab1 comprising SEQ ID NO:3 is intended as "corresponding to" position 
491 or 515 of the polypeptide encoded by SEQ ID NO:4. Is the serine of position 491 or 
515 intended as being within the sequence of SEQ ID NO:3? If so, which of the five 
serine residues of SEQ ID NO:3 are intended as being position 491 or 51 5? It is 
suggested that applicant clarify the meaning of the claim. 

RESONSE TO ARGUMENT: To the extent the instant rejection is related to a 
previous rejection under 35 U.S.C. 112, second paragraph, (see ffll 1] part [b] at p. 7 of 
the 8/22/2005 Office action), the following rebuttal is provided. Applicant argues serine 
at position 491 or 515 of the polypeptide encoded by SEQ ID NO:4 can be identified by 
an alignment with the murine Dab1 polypeptide sequence. 

Applicant's argument is not found persuasive. Applicant acknowledges that 
"[tjhese serines may occur at slightly different numerical positions on Dab1 polypeptides 
from other species." It is unclear to the examiner as to how aligning a serine of a 
sequence to serine 491 or 515 of the polypeptide encoded by SEQ ID NO:4 will allow a 
skilled artisan to determine whether the aligned serine corresponds to position 491 or 
515 of the polypeptide encoded by SEQ ID NO:4 because any serine of any sequence 
will "align" with serine 491 or 515 of the polypeptide encoded by SEQ ID NO:4. Thus, in 
accordance with MPEP 21 1 1 , the examiner has interpreted the term "a serine 
corresponding to position 491 of the polypeptide encoded by SEQ ID NO:4 and a serine 
corresponding to position 515 of the polypeptide encoded by SEQ ID NO:4" as meaning 
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any serine within a Dab1 polypeptide (as defined in the specification at p. 4, lines 22-23) 
comprising SEQ ID NO:3. It is suggested that applicant clarify the meaning of the term. 



Claim Rejections - 35 USC § 112, First Paragraph 
[10] Claims 1,4-8, 10-11, and 13-15 are rejected under 35 U.S.C. 112, first 
paragraph, as failing to comply with the written description requirement. The claim(s) 
contain subject matter which was not described in the specification in such a way as to 
reasonably convey to one skilled in the relevant art that the inventor(s), at the time the 
application was filed, had possession of the claimed invention. This is a new matter 
rejection that is necessitated by amendment. 

Claim 1 (claims 4-8, 10-11, and 13-15 dependent therefrom) recites the limitation 
"Disabled 1 protein (Dab1) comprising SEQ ID NO:3" recites the limitation "SEQ ID 
NO:4." MPEP § 2163 states, "when filing an amendment an applicant should show 
support in the original disclosure for new or amended claims" and "[i]f the originally filed 
disclosure does not provide support for each claim limitation, or if an element which 
applicant describes as essential or critical is not claimed, a new or amended claim must 
be rejected under 35 U.S.C. 112, para. 1 , as lacking adequate written description." As a 
showing of support for the recited limitation, applicant points to p. 3, lines 25-29 and p. 
15, lines 16-17 of the instant specification. While this disclosure provides support for the 
peptide of SEQ ID NO:3, it fails to support the recited genus of Dab1 polypeptides 
comprising SEQ ID NO:3. Applicant is invited to show support for the recited limitation in 
the original application. 
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[11] The written description rejection of claims 1,4-8, 10-11, and 13-15 under 35 
U.S.C. 1 12, first paragraph, is maintained for the reasons of record the reasons stated 
below. The rejection was fully explained in a prior Office action. 

RESPONSE TO ARGUMENT: Applicant argues claim 1 has been amended to 
include a structural characteristic for the genus of recited Dab1 proteins, i.e., Dab1 
comprises SEQ ID NO:3. According to applicant, inclusion of SEQ ID NO:3 into the 
claims provides a clear definition of the genus of Dab1 proteins. 

Applicant's argument is not found persuasive. The specification defines "Dab1" 
as "an intracellular adapter protein that is phosphorylated by Cdk5 activity and by reelin 
tyrosine kinase activity" (specification at p. 4, lines 22-23). Thus, in accordance with 
MPEP 2111, the examiner has interpreted "Dab1 " as recited in the claims as meaning 
any "intracellular adapter protein that is phosphorylated by Cdk5 activity and by reelin 
tyrosine kinase activity" that comprises SEQ ID NO:3. According to the Lilly Court, "[a] 
description of a genus of cDNAs may be achieved by means of a recitation of a 
representative number of cDNAs, defined by nucleotide sequence, falling within the 
scope of the genus or of a recitation of structural features common to the members of 
the genus, which features constitute a substantial portion of the genus." University of 
California v. Eli Lilly and Co. 43 USPQ2d 1398. The structures of the species of Dab1 
polypeptides are defined only by the 14 amino acid peptide of SEQ ID NO:3. Regarding 
a representative number of species, the specification discloses only two representative 
species of Dab1 polypeptides as encompassed by the claims, i.e., murine Dab1 
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encoded by SEQ ID NO:3 and human Dab1 encoded by SEQ ID NO:4. Because the 
structures are limited only by SEQ ID NO:3, the genus encompasses species that are 
structurally widely variant and the structures of the two representative species as noted 
above fail to reflect the variation among the members of the genus. Regarding a 
common structural feature, while all members of the genus of Dab1 polypeptides 
comprise the structural feature of the 14 amino acid peptide of SEQ ID NO:3, this 
structural feature does not constitute a "substantial portion" of the genus of recited Dab1 
polypeptides. Thus, it is the examiner's position that the specification fails to adequately 
describe the claimed invention. 

[1 2] The scope of enablement rejection of claims 1 , 4-8, 1 0-1 1 , and 1 3-1 5 under 35 
U.S.C. 112, first paragraph, is maintained for the reasons of record and the reasons 
stated below. The rejection was fully explained in a prior Office action. 

RESPONSE TO ARGUMENT: Applicant argues the rejection has been obviated 
in view of the amendment to limit the scope of Dab1 proteins to those comprising SEQ 
ID NO:3. Applicant argues the specification shows that murine Dab1 is specifically 
phosphorylated at two serine residues in response to activated Cdk5 and that Exhibit C 
of the 4/25/2005 response shows that rat Dab1 is phosphorylated at serine 491 . In view 
of this evidence, applicant argues that a skilled artisan could use this method to activity 
of any Cdk5 as encompassed by the claims and specification. 

Applicant's argument is not found persuasive. The breadth of the claims broadly 
encompasses a method for detecting Cdk5 activity in a sample by determining whether 
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any serine within any "Dab1" polypeptide (as defined in the specification at p. 4, lines 
22-23) comprising SEQ ID NO:3 is phosphorylated. The specification discloses only two 
working examples of such Dab1 polypeptides as defined by the specification and claims 
whose phosphorylation is indicative of Cdk5-specific activity, i.e., murine Dab1 encoded 
by SEQ ID NO:4 and human Dab1 as encoded by SEQ ID NO:5 with Cdk5 
phosphorylation at position 491 or 515. Other than these two working examples, the 
specification fails to disclose other "Dab1" polypeptides whose specific phosphorylation 
can be used to detect Cdk5 activity. In this case, it is highly unpredictable as to whether 
phosphorylation of any serine of any "Dab1 " polypeptide as broadly encompassed by 
the claims will provide an indication of Cdk5-specific activity or whether phosphorylation 
is indicative of some other kinase activity or a combination of kinase activities. Thus, 
one must first experiment to determine whether all "Dab1" polypeptides as broadly 
encompassed can be phosphorylated by Cdk5 and which Cdk5 phosphorylatable 
serines thereof are indicative of Cdk5-spec/Y/c activity. In view of the overly broad scope 
of the claims, the lack of guidance and working examples provided in the specification, 
the high level of unpredictability, and the amount of experimentation required, undue 
experimentation would be necessary for a skilled artisan to make and use the entire 
scope of the claimed invention. 

Conclusion 

[1 3] Status of the claims: 

Claims 1-2, 4-8, 10-11, 13-15, 32, and 34 are pending. 
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Claims 1,4-8, 10-11, and 13-15 are rejected. 

Claims 2 and 34 are objected to as being dependent upon a rejected base claim, 
but would be allowable if rewritten in independent form including all of the limitations of 
the base claim and any intervening claims. 

Claim 32 is in condition for allowance. 

Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to David J. Steadman whose telephone number is 571- 
272-0942. The examiner can normally be reached on Monday to Thursday, 6:30 am to 
5:00 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Kathleen Kerr can be reached at 571-272-0931. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). /] /> 
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Primary Examiner 
Art Unit 1656 



